SUMMARY Messenger RNA, obtained from post-mortem brain of 10 schizophrenics, five depressed patients and 10 control subjects, was characterised with respect to a number of parameters. It was found that post-mortem delay was not the major factor in determining RNA yield, size (as determined by cDNA synthesis) and biological activity. Biological activity, as determined by in vitro translation in a reticulocyte-lysate system, could be observed using messenger RNA from periods of 0 to 84 hours post-mortem. Two-dimensional gel analysis of the newly-synthesised radiolabelled products obtained from this material revealed several hundred individual species but no consistent degradation of any particular species with post-mortem delay. It is suggested, therefore, that premortem changes are as important as post-mortem changes in determining RNA yield, size and biological activity. Although no consistent difference could be found between patients and controls using any of these parameters, this study confirms that, by isolating messenger RNA from postmortem human brain, valuable information can be gained on gene expression in psychiatric disorders.
There is considerable evidence from classical family, twin and adoption studies for a genetic predisposition to many types of mental disorder, including schizophrenia and affective disorder. ' 2 The involvement of specific genetic elements, and therefore transcriptional mechanisms, in the aetiology of affective disorder has recently been confirmed using molecular genetic techniques, with the reported linkage of affective disorder to the insulin/Ha-ras-1 locus on chromosome 11 in a large Amish pedigree.3 Despite this finding, the existence of genetic heterogeneity4 5 and uncertainty about the true values of penetrance for the predisposing genes confound the ability of DNA linkage methodology to define the genetic lesions further. It is therefore important to identify transcribed genes which can be envisaged to be associated with those disorders in order to supplement genetic data. One such approach is to compare brain poly(A)-containing messenger RNA populations from normal and psychiatrically ill patients. With this in mind, we have studied the effects of post-mortem delay on the biological activity and size of poly(A)-containing messenger RNA isolated from schizophrenic, depressed and control brain tissue. Some of the results shown here have already been presented in a preliminary communication. tA similar analysis yielded no significant differences when expressed in terms of pg mRNA/g brain tissue.
Characterisation of messenger RNA from the brains of schizophrenic, depressed and control subjects Biological activity ofmessenger RNA All samples analysed showed biological activity in the in vitro translation system, although there was con-* siderable variation between samples (table 3) . Student t test results indicated that there were no significant differences between groups (table 3) and, perhaps surprisingly, there was no marked reduction in biological activity with post-mortem delay (fig 3) . Translation products were analysed using both * equilibrium ( fig 4) and non-equilibrium (fig 5) 
